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L25 L22 same 425 19 L25 
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DOCUMENT-IDENTIFIER: US 20020110559 Al 
TITLE: Diagnosis and treatment of malignant neoplasms 

^■■mmnry of Invention Paragraph (11): u AA u The soluble HAAH polypeptide contains an 

[0011] The invention a.so includes a so.ub.e ^f^J^^J^^ domain of 
extracellular domain and optionally lacks part or f NO:2 In another example, the 

of a fill-length HAAH protein. The full-length HAAH protein is shown in Table 1. 

diptheria toxin, using known methods. 

retail description Paragraph (32): fln +ibodv or f raqment or single 

rnnyfti Th* antibody is preferably a high-affinity antibody, e.g., an IgG-class antibody or Tragme y 

. „ll ..p. . binding t. the tumor cell or upon interoclization ,nt. the cytopta. of the tumor cell. 

0.01-2 mL/kg of body weight. Doses are readm.n.stered weekly or monthly as necessary 
in a treated individual. 

tVtnil Description Paragraph (51): detectjng fl reductjon 

[0095] Candidate compound which inhibit HAAH activation or imu i ui ar , 

n activated NOTCH in a cell which expresses or overexposes HAAH. e.g., FOCUS HCC cells. 
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cultured in the presence of a candidate compound. Parallel cultures are incubated in the absence of the 

th ° c ^ ound inhibits HAAH activation IT"; tra to ca r 

activated NOTCH to the nucleus of the cell is measured. Translocation is measured by detecting a 110 kDa 
activation fragment of NOTCH in the nucleus of the cell. The activation fragment ,s cleaved from the large 
(approximately 300 kDa) transmembrane NOTCH protein upon activation. * T^^ M63 

translocation are known, e.g, those described by Song et al., 1999, Proc. Nat . Acad. Sc. U.S.A. 96.6959-6963 
or Capobianco et al., 1997, Mol. Cell Biol. 17:6265-6273. A decrease in translocation m the presence of the 
candidate compound compared to that in the absence of the compound indicates that the compound inhibits 
HAAH activation of NOTCH, thereby inhibiting NOTCH-mediated signal transduct.on and prol.ferat.on of 
HAAH-overexpressing tumor cells. 

Detail Description Paragraph (96): , kl ^ . . iL * „+„;., 

[0138] Notch receptors and their ligands have several EGF-like domains in the N-termmal region that contain 
the putative consensus sequence for beta-hydroxylation. Notch ligands are important elements of the Notch 
signal transduction pathway and interaction of Notch with its ligands occurs by means of ESF-I.ke domains of 
both molecules. Point mutations affecting aspartic acid or asparagine residues ,n EGF-I.ke domo.ns that are the 
targets for beta -hydroxylation by HAAH reduce calcium binding and protein-protein interact.ons involved .n 
the activation of downstream signal transduction pathways. Overexpression of HAAH and Notch protein 
hydroxylation by HAAH contributes to malignancy. Tumor growth is inhibited by decreasing Notch protein 
hydroxylation by HAAH. 
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